INTRODUCTION
High-density lipoprotein (HDL) is often referred to as 'good' cholesterol because high levels can prevent or even regress atherosclerosis and other cardiovascular diseases (CVDs). This is achieved through its ability to act as a scavenger for excess cholesterols thereby preventing their accumulation [1] . That is, HDL can remove these cholesterols from the arterial tissues and transport them to the liver for breakdown and biliary excretion. Moreover, it inhibits low-density lipoprotein (LDL) oxidation and protects against thrombosis and endothelial inflammation [2, 3] . However, at low levels, HDL-c could increase the risk of CVDs [4] [5] [6] [7] . CVDs are the leading cause of www.impactjournals.com/oncotarget/ Oncotarget, 2018, Vol. 9, (No. 2), pp: 2120-2127 Research Paper deaths and accounted for about 31% of all global deaths in 2015 [8, 9] . The risk of CVDs is partly prevented and or reduced by exercise which is capable of increasing HDL-c levels in addition to reducing oxidative stress [10] [11] [12] . The duration of exercise is one of the paramount elements in the relationship between HDL and exercise. The world health organization (WHO) recommends a minimum of 2.5 hours (150 minutes) of weekly moderateintensity aerobic exercise for those aged 18-64 years as well as 65 years and above [13] . Kodama and colleagues concluded in their review that the minimum total weekly exercise duration that can significantly raise HDL-c levels is 2 hours [11] . There have been inconsistent results regarding the association between HDL-c and exercise [1, 14, 15] . Besides, few studies have been conducted to assess such an association in Taiwan. Lifestyle change is one of the factors that account for the high prevalence of hyperlipidemia in Taiwan [16] . Regular exercise is one of the first steps taken to manage lipid levels. This study was therefore aimed at assessing the relationship between exercise and HDL-c in Taiwanese men and women aged 40 years and above. Tables 1 and 2 show the baseline characteristics of the male and female participants, respectively. The study participants comprised 83681 males and 110847 females. Among both male and female participants, more than 50% were sedentary. There were significant differences (P <0.0001) in HDL-c among various exercise groups in both males and females. Among the males, the HDL-c/mg/dl of those who did no exercise was lowest (49.47±17.82) when compared to that of those who did <2.5 hours (51.04±19.77) and ≥2.5 hours (53.32±21.44) of weekly exercise (Table 1 ). In the same way, the HDL-c/mg/dl of female participants who did no exercise was lowest (57.79±18.64) when compared to that of those who did <2.5 hours (59.52±20.08) and ≥2.5 hours (61.31±21.43) of weekly exercise (Table 2) . However, the female participants had higher HDL-c than their male counterparts in all the exercise groups.
RESULTS
After adjusting for smoking, drinking, BMI, lipoproteins (total cholesterol, LDL, triglycerides), age, area (Taichung city and Yunlin county), betel nut chewing, disease history (hypertension, diabetes, hyperlipidemia, stroke, heart and kidney disease), waist circumference, systolic and diastolic blood pressures, blood glucose, creatinine, ALT and eGFR, there was a duration-response association between exercise and HDL-c (P for the trend <0.0001) in both males and females (Tables 3 and 4) . Weekly exercise durations of <2.5 and ≥2.5 hours were both positively correlated with HDL-c (P <0.0001) in both sexes. However, these correlations were stronger in males than females in both exercise groups (Tables 3  and 4 ). Among the male participants, the HDL-c of those who did <2.5 hours of exercise per week was lower (B = 0.392) compared to that of those who did ≥2.5 hours per week (B = 0.780). Among the female participants, the HDL-c of those who did <2.5 hours of exercise per week was lower (B = 0.370) than that of those who did ≥2.5 hours of exercise per week (B = 0.395). HDL-c was negatively correlated with smoking (P <0.05) and BMI (P <.0001) in both sexes (Tables 3 and 4 ). However, it was not significantly correlated with occasional smoking. On the other hand, drinking was positively correlated with HDL-c in both males and females (Tables 3 and 4) .
DISCUSSION
To our knowledge, this study is the first to use the WHO exercise recommendation for health to investigate the duration-response association between exercise and HDL-c in Taiwanese men and women using data from the adult preventive medical services dataset.
In our study, male HDL-c at baseline was lower than that of females. This has been previously reported [17, 18] . Individuals with low HDL-c levels are predisposed to a greater risk of CVDs [4] [5] [6] [7] . Fortunately, both males and females can increase their HDL-c levels through exercise. In this study, both exercise durations of <2.5 and ≥2.5 hours per week were positively correlated with HDL-c in both sexes. This shows how important exercise is in preventing CVDs even for those who cannot meet the minimum recommended weekly duration. However, meeting this recommended duration is still necessary and should be encouraged. Different studies have shown varied results on the positive effect of physical activity on HDL [11, 14, 15, [19] [20] [21] [22] . Individuals with low baseline HDL-c levels have been shown to have greatest increases after exercise [21] . Sex, exercise duration, and intensity are among the factors that account for differences in lipoprotein responses to exercise [23] . In the current study, the HDL-c of males was higher than that of their female counterparts after exercise. This is consistent with a previous report [18] . Men are likely to involve in higher exercise intensity and duration than women even though our study did not investigate this. The HDL raising and cardioprotective mechanism of exercise are yet to be clearly understood. However, this can be partly explained by the enzymatic metabolism of lipoproteins especially increased lipoprotein lipase and reduced hepatic lipase activity [18, 22, 24, 25] . Moderate alcohol intake is a known HDL-c raising factor [26, 27] . In the current study, drinking was positively correlated with HDL-c. Increased transport rate of HDL apolipoprotein, increased lipoprotein lipase and decreased hepatic lipase activity have been suggested as the underlying mechanisms for this relation [26, 27] . However, too much alcohol consumption should not be recommended for that purpose due to its deleterious effects when abused. In agreement with previous studies, smoking and BMI were negatively correlated with Multiple linear regression with exercise as exposure adjusted for smoking, drinking, BMI, lipoproteins (total cholesterol, LDL, triglycerides), age, area (Taichung city and Yunlin county), betel nut, disease history (hypertension, diabetes, hyperlipidemia, stroke, heart and kidney disease), waist circumference, systolic and diastolic blood pressures, blood glucose and creatinine, Alanine transaminase (ALT) and estimated glomerular filtration rate (eGFR). Multiple linear regression with exercise as exposure adjusted for smoking, drinking, BMI, lipoproteins (total cholesterol, LDL, triglycerides), age, area (Taichung city and Yunlin county), betel nut, disease history (hypertension, diabetes, hyperlipidemia, stroke, heart and kidney disease), waist circumference, systolic and diastolic blood pressures, blood glucose and creatinine, Alanine transaminase (ALT) and estimated glomerular filtration rate (eGFR).
HDL-c in our study [28, 29, 30] . Cigarette smoking and BMI negatively affect HDL-c by altering cholesterol acyltransferase (LCAT), reducing lipoprotein lipase and increasing hepatic lipase lipid transport activities [28, 31] .
Strengths and limitations
The strengths of our study are that, it is the first study to demonstrate a duration-response association between exercise and HDL-c in Taiwanese adults aged 40 years and above using a big data source. Furthermore, the data were analyzed by gender and adjustments were made for confounders including age, drinking, smoking, disease history and many other factors. However, the study is limited in its cross sectional design whereby no causal relationship could be drawn. Moreover, to investigate the relationship between exercise and lipid profile, both the duration and intensity of exercise are important. However, our dataset did not contain information on the intensity of exercise.
MATERIALS AND METHODS
Data were retrieved from the national adult preventive medical services dataset which is recorded under the Health Promotion Administration (HPA). The Health Promotion Administration, formerly called the Bureau of Health Promotion, Department of Health is responsible for health promotion and non-communicable disease prevention work. It provides free triennial and annual services for adults aged 40-64 and ≥65 years, respectively. It contains records of individuals who have used such services since 1996. However, a more valid electronic record was developed only from 2012. This study initially recruited 221269 male and female volunteers from Taichung city and Yunlin county. They completed a questionnaire on their recent health behaviors such as exercise, smoking, drinking and others in 2014. Moreover, they also provided information on their disease history based on their response (yes or no) to whether they have ever been diagnosed with hypertension, diabetes, hyperlipidemia, heart disease, stroke, and kidney disease. A total of 194528 eligible participations were included in the analysis. Those with missing exercise data (n = 1421) and incomplete records of other variables (n = 23257) were excluded from the analysis. In addition, outliers of HDL (<10 or >200 mg/dl, n = 2063) were excluded from the analysis. This was because the cumulative percentage of HDL <10 mg/dL was about 1% while that of HDL ≤200 mg/dL was almost 99%. The WHO recommends a minimum of 2.5 hours of moderate-intensity weekly exercise among adults aged 18 years and above as well as 65 years and above [13, 32] . In this study, exercise durations of 0.0, <2.5 and ≥2.5 hours/week were classified as: no, below recommended and recommended. The dataset contains results of biochemical tests of participants including blood glucose, lipid profile, Alanine transaminase (ALT), creatinine and estimated glomerular filtration rate (eGFR.). Physical examinations (height, weight, waist circumference, body mass index (BMI) and blood pressure) are also available in the dataset. Multiple linear regression was used to determine the relationship between exercise and HDL-c. Confounding variables, some of which included age, smoking, drinking, BMI, betel nut chewing (a habit of consuming areca nuts wrapped in leaves of Piper betle), ALT and disease history were adjusted for. For ALT, the normal upper limit of 40 IU/L [33, 34] was used as the cut off value in our analysis. Confounders were selected based on previous studies [15, 26, 28, 29, [35] [36] [37] [38] . This study was approved by the institutional review board of China Medical University and Hospital.
CONCLUSION
In conclusion, our study demonstrated a durationresponse association between exercise and HDL-c. Exercise at durations below the minimum weekly recommendation of 2.5 hours per week was positively associated with HDL-c levels. Because of this, adults should be continuously encouraged to engage in exercise. This might serve as a motivation to prevent sedentary lifestyle. However, further studies should take our limitations into consideration during their investigation.
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